SUPPLEMENTAL TEXT

Statistical analyses and Sample Size
An in-clinic assessment with the Structured Interview Guide was used to obtain clinic MADRS total score. For the primary analysis, an MMRM with unstructured covariance was used with treatment (onabotA vs placebo), visit (Weeks 3, 6, and 9), treatment-by-visit interaction, and investigator center as fixed effects, and baseline MADRS total score, duration of illness, and number of previous major depressive episodes as covariates.
Investigator centers with <10 patients were pooled into 1 small-center group within each dose cohort. Missing patient scores were estimated according to a modified last observation carried forward (mLOCF) imputation method. Secondary ANCOVAs of MADRS total score were made for baseline and change from baseline to Weeks 3, 6, 9, 12, 15, 18, 21, and 24 , using the same model as for the primary MMRM analysis with mLOCF imputation, but without repeat measures.
For CGI-S and HAMD-17 score analyses, by visit-week comparisons of the changes from baseline between treatment groups were done by ANCOVA on the response variable, with the baseline value as covariate, using observed data and no imputation of missing data. The same MMRM model as the primary analysis was used, with appropriate baseline values, but parameters for visit and visit interactions were excluded.
Comparisons of changes from baseline between treatment groups in CSFQ total and subscale scores were performed using a rank ANCOVA with treatment group as a factor and baseline score as covariate by visit at Weeks 6, 12 and 18.
The original sample size of 35 patients per treatment group had sufficient power to detect a 6.0-point difference from baseline to Week 6 MADRS between onabotA and placebo within both cohorts. An independent team performed an unblinded interim analysis of the primary and secondary efficacy variables when enrollment reached~50% of planned and had observed data for MADRS total scores at Week 6 to determine if the Pocock boundary indicated to complete the study with current patients or enroll to planned sample size, without other implications for the design or conduct of the study. A Pocock nominal alpha boundary level of 0.0294 was used at each of the interim analysis and the final analysis to maintain the overall false positive error level of alpha 0.05. Prior to study completion or unmasking of treatment, the planned total population size was increased from N=140 to N=248 to detect a smaller difference between treatments, which is more consistent with the effect size generally observed with other ADTs. Figure 3 . Change from baseline in MADRS total score by visit for remote-rater and in-clinic assessments (observed data, ANCOVA, mITT population) for a) 30 U treatments, b) 50 U treatments.
MADRS, Montgomery-Åsberg Depression Rating Scale; LS, Least squares; ANCOVA, Analysis of covariance; ITT, modified intent-totreat; U, Units. The data used are 'observed data' (without imputation for missing values), and P-values were obtained from an ANCOVA on the response variable. The model used within each dose cohort included treatment 9onabotA versus placebo) and investigator center as fixed effects, with baseline clinical MADRS total score, duration of illness, and number of previous depression episodes as covariates, each included as continuous rather than categorical variables. Within each dose cohort, sites with fewer than 10 patients were combined into one pseudo-site. 
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